Individual differences in temperament are associated with psychopathology in humans. Moreover, the relationship between temperament and anxiety-, depression-, PTSD-and addiction-related behaviors can be modeled in animals. This review will highlight these relationships with a focus on individual differences in the response to stressors, fear conditioning and drugs of abuse using animals that differ in their response to a novel environment. We will discuss behavioral and neurobiological commonalities amongst these behaviors with a focus on the hippocampus and, in particular, growth factors as promising novel targets for therapeutic intervention. 
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Introduction
Temperament represents stable features in an individual's reactivity to the environment and biases toward particular coping strategies following severe stress. Temperament is innate, highly heritable and emerges early in life. Moreover, temperamental tendencies predict the types of psychopathology that an individual might develop. Thus, some individuals gravitate toward novelty, risk and excitement, and they are more prone to 'Externalizing Disorders,' such as substance abuse and risk-taking behaviors. At the other extreme are individuals who are timid, avoid novelty and prefer predictable conditions, and they are more prone to 'Internalizing Disorders,' such as clinical depression and anxiety disorders. Indeed, recent evidence shows that nearly half of children with a highly inhibited temperament will develop an anxiety disorder, resulting in a heightened risk for depression [1 ] . Moreover, the quantity and quality of stress experienced may determine whether that individual will develop an 'internalizing disorder', as well as the type of disorder (i.e., major depressive disorder (MDD) or post-traumatic stress disorder (PTSD)). Since temperament is the expression of the brain's response to the environment, we hypothesize that temperament is what determines the response to stressors and whether the individual will shift to psychopathology or not. Thus, understanding temperament can help understand the mechanisms that might lead to psychopathology.
Animal models are essential to disentangle brain responses related to temperament from those related to adaptation to stressors. Individual variation in stress responsiveness is evident in rodents, and we can exploit these differences to investigate the neural mechanisms underlying natural variation in emotionality and the associated psychopathology. For example, rats that exhibit high levels of locomotor activity in response to a novel environment (HRs) also exhibit low levels of depressionand anxiety-like behaviors; whereas rats with lower levels of locomotor activity in response to a novel environment (LRs) typically exhibit higher levels of anxiety-like behavior [2] . We are not suggesting that rodents exhibit psychopathology per se. However, the locomotor response to a novel environment is an index of temperament, and this is associated with traits such as anxiety-like behavior. These traits can be selected for through genetic breeding, and in doing so, we have found that selectively bred highresponders (bHRs) provide an excellent model of vulnerability to a range of behavioral features of externalizing disorders; whereas the selectively bred low-responders (bLRs) provide a model of vulnerability to the behavioral features of internalizing disorders [3, 4] . bHRs are representative of individuals prone to externalizing disorders or suffering from 'behavioral disinhibition'. That is, relative to bLRs, bHRs are more impulsive, more aggressive and more likely to exhibit addiction-like behavior [5 ] . A common theme throughout this review will be how HRs/ bHRs and LRs/bLRs respond to stressors, fear conditioning and drugs of abuse. We will focus on the neurobiology of temperament in humans, and stress reactivity in animal models, drawing on parallels in the literature from the past three years.
